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ri.vrciNA7ouK skin lsveu: mjvjtic *kp arm ttttkTwhrr /* 
f. . H.*n i'k t .. 5 k i n 'fioflp' t . 3 .1., Z- ’ r Wupper t a 1 'I'/'fHQ- . •* - • 

~Tf~rTT *h*v* biopn h*i ; sncjfitncMt freyoeonetoie-efclfi''£eeela 

have rrrfftt ly bfff» ftnr*wr> tn per jvi-stt. thf *kin at t~<fr !*• 10- 
d.iy f rr.irmen* four* 111 ' • ' ' T ''? + • ktOC'v vm • part or*HHi. to idesfarmipa 
sKifs of f l uroniro lr a rrev ejr.it ly art jv# ’ ago )e * 

. t*i h v .i 11 fi y volun t rfffl wff'rf-. ^*v#n *>0, ary • f lurh'naypl# daily 
for >4 a*y^. f 1-or c r> ■■* io^ )* ve-.tr. in pi a*»a. auctiotl fluid 
«nd «pitirr*ie were 1 €»#*t pr».j 'i£d t»v qa* rnr<>«at©<jteptiY ? ItyMaira 
af ter tfu- f irit .and i **»t t locon-itola ' intact* «i' yell Ad ’ % 

■ Idhiy ' i c ' «• and '11) tj^yr* lday 24V' i irrr ,■ 

•It* an { luconito le p 1 a sir a lev#* la 2 iKtur* af ter tht f irft 
ami U*!f tatoieti*- writ. as #t day* 1 d- jiild 2# at,r#,/1030 , 
?8?t . 7 ?s and. 21 iih '* 1 , rr'tfern v* 1 y , f iucPria*-e>le '■ * 

rnrtcnntf t nr PS inter fluid /were 1191 , ?4iS ( 120' 

ani 3 n * -•yfa'm if 4 and eplcirreiji leva It wrt S,5S, i t 45, MS 
and TV»1 no / a# . • * :■ , * «/ 

. F lurrnaio \e . in wr' 1 yp"t era ted * Vat#e*fdlufclt, f Minlf'. • . 
tlfrtrrf wi th the. unnr and onlv f. »*a H pottiOfi IK 
hWirfl tjy.thV 1 IV rr . Thur< it ft llvpr to*1 C t ty 19 e*pe£t#<S 
to hr lower th»r - t* > t‘ of irrtor^Pillotl . riUCOflllOlt HUB ’ 
fjonrfrrr.it ipnf i * fry administration of ' 50 wj 4$lly eedO 
t blind .to t*e hl/yhef to an ketoponafo.le akin 1 1S after 

adn'in: i>rr't in.nivof ? r ^\ wq* d*\ \ v . .for ‘ fc#tocon»|o1e »Kifl iftil 
»r.H I: rr*t»»r t j. * Jjinwrcf r ,nj»y*' tnopd l e* • C*ftlln 

i»*,>ir'* • of pjipili nave* t>eer -uaed. .ehere.Ai 

«*p 1 nor «1 *- •<»’ oht a : r««• J 1 fv ■ ar 11 on ■ t or- -f 1 uoona* 0 Ie - 4tleft♦ 

• lfUMfTM , The atir't'- nfl Riwr eh*"t\' f I wcpiSaf Old Jipd 

' ket oconi grtl e ai^fcjh! r*e •dually «*i f ectlva for dfw'rtetdfd’ - 
treat m >nt of *lma«t path tycoiaa. • * 4 • *. *. 
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dicnr^ J. Coepl*r^u#p*-i > a^ daffy. Depart«r4t pf ptmitplafjr, t£Mv» #f 
CaVitorni* Schnpi of •ard'Clne. Vtn »■ rand tied, : CA W.S*A* Mid 

Pti 1 p k|»,-.l atf^rr , 412* Cpfparat lor , P'aio ,A..Vto. C4 94-303, .U«S»A. ' 

/' 1 1 11-Tf r t«f omat .1 on M y«t u% ck tn c aM Ht> ot- th» afidtraii .Id 
: d»tahcMf# arsobi ol 1 j tnarapyut Yr. agents.T.Mt -iXudy . dtWlddi" • tM 
•at a ho lisa ■ of • profranolol ^ py dutaan ••♦rjt 1 nocytai (H*; * Ifv »Uro . !a ' 
addition. aiMpvlitHjr of the [C# ? * ] > Qf .the twUort a^KP Ml *dd* eld4 
to lawyer iff ffaraedatlrr (hoycti U.. In a. Derm. 8^:311,1*41) dud 
COflcOBHant tfftets of this on p rap ranp 1 imado)»|e Mvf Iddd 
ddtarwtaae..' ^ •• - 4 • 

-'WjSu 2r and neonatal Mt aera cuHyrtd in dCDft JS) (0. UP CI*'*')* dVaddf 
^nefluercy. pmipal CrlH yf f Inbutad to dff-**r*nt 1 at# Py" pr%trd#t«Nll 
with l.ladf C« l * for t. ? ami P days; of at a r-tnye of {pa for, 2 d«/t, 

Incyh*:ion was. the* continued in eadwe containL}^proprarroloi 


(1C** to W' *\\0 ifCw*2 1 


at peet real maet * CddcfNltTlt 1 Pdf, 


S-aap 1o' **<Mua fj. > and. t> days ar*! metthanol. patTACti df Cfl V Ifytrt 
(f <5a^ f . ' were anltyiel for prbp^anp'irl and met i0©4 TtC,. ifltatd •’ 

c* metaholltri' l^ntf the anciijn wj»^. directly proportional to.propranolol 
forced «-§t Ion '--and 1 1 a##*' 4 ' Over fi'days.. Jh 0„ la* £*** ao^Krt JI 04 of thd 
proc'-annieV was, *e*aC?o J ft*** &jr\n) that \ s +*/ Imo major metadol ftrt» 
napr * horxy 1 ajtt 11 ac*<J (4^4) am4 propranolol 9 I yto\ ’ } *anp Oh# •>nor f 

h«<ird swyopy 1 prop ran© 1 o';. (DIP), were/detect ad, both idling fro* * 4 f Of *. 

cs.t 1 ^ ,n**d*atibn. i»,r evidence wav foymi tor tpe formation ;pf rind ; 
oiitfadon metabolites or. xra^yqaies. J^rrt neat meat wt'th l^Oa* Cd** 
fncreasa^ metabolites iNnt twofold ahd r|i*'ed the fltA/fiLt eat 10 , Onl/ 
vry low levtH ol v meta.boMtel could -be detected id titmti , of cell-, 
layers ^ . ' ,; .. • ... •.“ 

. Ovr result! svf/oeu that the stat^ of terat fhocytf. different'at lod. 
‘can alter the *e«o j ">i o* it ■ met aboil ilh^ potential of tho»e cellK.e 
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ci'.si.r.^i r'ior, r>i ; ft#ft« «u»(i»., ■ c oot r « M on sand coli . or ol I *• 
f or st j * To*'. *- c r,u«.s*At.arguVgfto* V cfnc ftnt r stt cr o f m# % 

*r#* *: in tc. ;<u* i,»rv» ..in ‘\xmw .'cyAcosJtM- » * «wtntsin«<] ftno 

" OK* £**.*1'*# C.ft.etot tf #««** 
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Th# loftfK;.# 'O'*- CftU'iuO, ort .Eko «»r ci*. i tn ftttpn of flOf o* 

w. -i r> • V: %r o it «**ii p’oc uiaa A fC, out ln«f • ,«rf no 
OtucSoft ir\ yi *y, .In. _«n -ooo« uou^dfjr **-ru l pt*.i-om MOO«i' on ; 
gu; «>•* ojc* c # 1 1 i vml t og#*r 4 -nof ut tA tn# c « * e s uo 5 ecv*>o© r 
A ia) / -ft«« g i *on_ oti i yon too' uchioo ■ our f«c» c-vor . « 

pftrr 100 of. tCf !l " 1 |: fe*yj». ^ vuf 't <5 tHf cflciuft inflow i*i 

■f_ouA«* .0 . oopo n oonft oug^oneot 1 on' Of ’-tut 

gr **o • t t . groyi 0 OO u r %o r » ciiciM 

Mil. fljivsw PI t^out tno *orK?OA<>r . At loot 'ft ooftft dftp > o < 1 ffit 

ro«K*c t son y«« ooim iron fcb'I A, • * coi c iu« or , «rvd tno 

■ioMooVio*; ■¥#f#'.oo «0 on tiMti «iQuncr.. fn# ' 1 ortotsnor on00loi.'tftf 
*l"ntjr: AC •! i uiftr c«iciM« tt^ .pfttf tiio c«U • ■ . ■ q ro-S# turwri i t 
cowl 0 too &C 42 HO • «n. : «m»o o: ot ns oni ng th« infra- 
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rtnipr* ka ^lafwms srtmfKtacs l*-* ytpcxt~ 8 , 11 ,U'-CCDSAmiEiCJiC too 

.Vl!> -'(3lt-20 :>n€> ftkw ^UO^C^I^OtALiNOLCKIC D (OC2>) : A . IOT P C 

iuHTferro amiveij wqm pirriwy PKiiitase qTl. 

Vi. tcv a;. J stjoti, Crtiq C. ki,li»r / ox! A. Darnel Jot#«; TJaportoont# of 
Choottn Laqv orvl“rocUity fay Advonood. Inotmoontitiofi, Wra wrroity of 
: /OtlLLprm»; Oovis-* 'CAlifornio^ • s'; ' 

* Altr*xscrt)- fari.mron*- Ovi twm boon uaoj ui.tfyr oanaoMOrnt of oitonBCUS 
'ttygorprol i to rot jsMt:4todr0tertr, too wuctmntwm of it o of foot r»wi i no . 
tirfttrir. PruoifAnd b*v' ft-prsn-Ksuij d wo p nwt.rot.xori frarr oux labor otary tfwt 
Oaawnft.-.'inninnic .acid" . It rin^ L oon»ti,cf .priwroeo Oil ' i* - 

«iony«;r*i tt) 1 . OSLA- ! ?0'i jnt., in. both t>»ri "o^j GP to* uicubitod 

opidrrtm; - • m ; gyp o o MMs). profairot.aofW talth’, ^ C-20:3nf? (1.0 uCit . Tim 
rad io i oh*\l i ns w tano i i t«*rt oor«* aocorotrd .by hicyh prrfocw ftn oR ixqfuid 
Ohraoataqropo>' (KFT^:> ir»to_ cytriOo*cvu^nn»n «rd UpOKyypQooe products*‘ # 
furtltr*" - troettoootton of t*m ‘liptmy^rm.me product« 6y HHX twooled ' * 
..that thr-oottsr 1 ’cHprtofetrt thr '•»t» chrawitograpmailly auiu.lar.t 2 > 0 l5- 
lfy^trbov-7Cj: ocvd. 7f**' i(twnt.4ty o? thr product mn assri irood by goo 

■ chrt’oRnrt^citprry'/win** oprrxrcnrt,ty. Sincn' tlu« hydroxy *cid bos' boon*' 
rw*pnrtnti to tnhlbtt # 5^Upc*rjicpoamf activity in laws • icaslia kroor. to 
inf iltrAto-.logionoi* paprumn f 10 co-atod yaryinj ocxwontratiom^tS-50 . 
uM > of lV-<K-20: ipfi .on btr <%*Tvorktf>n o|*. . 0*20?4rHb (AA> into. 

Iipracy^rwfcr frtx5x?t n bry G5 optderooi ontyotr projstrat ions.. Analysis of 
tTw.racUolabOiloci' ootAdul.i ton -artrnoHj^ that l^-CfV-2U: 5n6 inhibited ' - 
.llpimyigoTOMM* activity in a -cto«**~<i»nsrr tasnio^ ( urifiibitino 559 it 50 
QjH). ThwwA* data ouggnot. that tht^ anyrikpr'St iyr a«6t;«CTS '*ol prijwroiae Oil 
on hypiirprolifarstivt» ..akin diaordera any. .be due to th* inhlOxtory 
'pfftact of 19-CW-20 1 sptadoilta* an ‘mpidmrm*l Upcacygenase activity. 


■ ' / 


• , 
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i' 4 Source: Kttps://www.industryctocujTients.ucsf-.edu/dops/glhlDQloO 
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A-Awpi.. MoattnJtMt' entct'-or bitwmjiol. ArWKTnic.cwit.* 

EXFUESSlON • - . ... ;■■•■.. ■■ ' • 

■" 1 * • • • • ■ •- 

...A .'’'titrrsd, H. ItolrmAnn, . Cniy«*?r#^ltJt = ^Uiutlellnik# Tttebdor' ~ 

- litern^VT .7. -t>-*0pa r-V*rik«turt/H. • Cortiay ^ * ‘ - ■*.; 

: • The «tv>o© of mctipft of 'dizhranal x* t benight';\t*> bo thrdugti 
•v11 ji -e..i t ect oft Wi/i-r#p Vic.»t icm, o*i;-ropWl/ir .pyh^h* *!.*',» JUtd £»u 
‘ fenn>? fc a r fr/£t.$ns. .t f ■ -po L^ywltiw synttnitti*;’ and rvttpiUt idfW; In * 
novel Approach »r invest igste-<i the inf lu«rncc*ot. dlthroool . 

.. on l vi t / e f nuclear rnvnibp«*..-•osoeiOt-Wcl■ nucieoold* 

tripn >r.prvata (KTi-snc) iri : ‘ir»tact c« 11 #yst*i*s (priissry 'huWf 
f u»poM*»ts V a.n't itnryftfi p roofer 4‘t i^hs. Il^bl*£«d fr^ta. 

. moause ' ? 1 t>rob 1 a tit 4, ?T 1) .The .NT'i^se d* to b€ Ttipofl- .■■' 

iut)U- for rtgy/nUM of nub ieo^cytor law*!'* transport .of ;* 
t|RSA . Pt th.t.snbl w** foun l t-n inhibi t, th*jfTP*«i ffliciintly . . • 
in intact -cel-ls. lisle* l iy grWinci 'huWafi Skin •' * . , 

; / tbrcb l *st* mentor* ad lA t h« Vr*»#ncril *1M> ; tl»d> >!»—lUMf 

o f ■ 1 i, g/ •)> d11 hr <i r>o 1 . f or 24 hrs. ' Suii»r<7ur n t iy. : tM - pUCltMUT' . ; y 

*cjLho«t s «wr* p.r«?| v»rn*d and th* NTPaimt iv ltV-lWfcS dscsraiCteit* 

7 he ' l c vo l of $71 ‘a *c - get I v 11 y Was f ouyt! to tug *0 .4 pi * 0 • P2P •,/* 

. ua^i'Pj^ i6 tt choVt"io:-Thip‘bhtvsw acf ivity- in cont-tdl calls . 
%Ar?re dr-.fepmtined t c*i>« *3.1 0 . 1 * i*r%l • PY4JV/* ibfc* ghost*. - \ 

A j:l 1 r lori of dltlrr^riol tiug/Jet, tcv 1Ptih/a! iu>#c"tvy to iWo* .. ■* 
Latter nucir»r fqtvont % r^nult«*d a in J<?hit leant xhAA«|S . 

' in f4T.jp*riT*« Acftvit>.\ Tbit activitvWs of nuciaar amr#idp« «tso* , 
elated 'prottiin phos^noki nmnv proton ptiOsphattss# 'pmte « 

• ident lea l ‘in poii t r o 1 «• itli aa ‘djijcj nuclsMI^ 

.7 he m c r » aii Its « un f r r * c „ . tti • t.- (lit fir aii»0 J' ; 1S ObVldu* i y & 1* .td 
'effoex done B*pr«'s?ion cm t*P« X : bf f hue 1 liar»^ytbpll#»tc 

is its a t ransfito-ft. The *, suppress ion c"i KT^IM activity. Ca^’tM 
induced, suiectn^i lv. in » direct winn«r* ; -.n * : 

■ + \ . ^ . ' % . #1 - ^ r . 4 • 

* • » “v • • : , - ; ; •- 

* ~ t vAi.i ATib^f o* in ma t fCrrin>>M,M ** rmiLjlUUlo^ Asi;.. 

jHFFfKI S-rtATIi»N |> vrn?n K V tl <♦* (Tlh MkllTS V AS * l VM5/ ) ■ / •* 

L. Lifaitiii ii 1 . I . t ( 1 f U S|»j*, X Kwmmji* L. bsWtifft{| 

INJjiRM-l' } tr IVfHf 4 if tiermjtiat^-v'. Mrrnu if ; ^4ll|R) .C*K|; , TT U.-yi*/ ikQpt, 

C yirwnrtJ'* % ll*'ip "S' 1f ‘ A k 1 \ • (11 t nf. H (fSjftiki'rniri»ii*c*n »U;hiL MR^f, 

V* t rteanth <jeK»ibr. * WcTN^i'-of >;»* wmiitfuiMfi w nitf'iKit pBffw*o am<%a>«4n«da'iweiIaf!i99-r« , r« , <s<aidSI 
fciiiruo f7» ! Vrrm% mu\ k> <gi jn*^! > p.i\ cpi.i-c^m4-1.r*:»+ o t* %t ilii. ftf \ (it lU. 91-iOI* 

' *** *1. in it«e fwoii tui.fi* * r .<5 'v«iji)^’ c -xTufr ctwtfiiiwim ji uM'irfVu mndih the rp*d«fi»val'ttillrfrrnlaiiai' 

■ wk*. tn *.-*41=1 •* iMr rr*fir«*r i.l ii«rdi?t*frri| rtturf «h to c«r»’*rn»*t Stt* RppSTQiillX IJWA " 

1 t * n *-' % " J * nnrh-fk^w f vjiRptw-'-'* ;*■■■'• ‘ j 

•. 1 mm fVrm»lT»httii"'lj.in mr cSfrmNw-dcr4laprr ar») r«>s«rr yirdrcrm fctwf pC4jfpfl 

u.hc if"“" ! ^imSkiis pyncit t n m -fri co-fttracu mk* a fntvr flhr <Wf*n*^ ftjifi-ririen*- DCl 

**!»: Xvrh!*H», l |.i(>4-, .[■-. i.'hj'i Sw’W f* f jr jti innwfrtmn Ottftrr* Ur tWa*f it 

1 ss-'i? i i:, "I br«r 64 im£;ujn£ftM,r,. pur'cuiturr tt mtprirv+iefttx tbh m* i tiaunleu Meel |rwf aiM MSI^. ■ 

!■«•=<:'*> ■ ir;- »-. rVpl#ci fc 4 t»* l - c mr=rjigm -f ofiUr'ufcfL rtjt mi i.CVt fCkfrvokteii cm" not **»th 0 4 U| ! nU 
ittviU .. i -rtn/MHe V«*d * IC./ ‘SI «f».uiciVbill-1 Eir ; dtdcrcmuruAft ef- tt»c ^tnjtrnlii it ■»o i #«4t»g*;«■<! SjT ^ 

■t ni. if i-n »;,> atKi b» I»> a, Ci ►njrrtf ijO«fennel H itr n>n |ffV.wjh-»*n.fUN K’b b, 1 hf' c«ti ’♦epaniU'- hi tht 
5d-fTnfr,' fuAvoef t^.tT!«t memttTct* '>sX imjivt»\ *»ifb fim jyijunciri tftrr Citiu.*imi»*f. cj,' lftS[ . 

j cpwlrrtniv i'> fr>p%in afliVn•?*;;.• im.%, in c< w: t jukki T pr-flnr>*i« f#i«n i«Kf»i»ii hituti tuoi «mr ti.vnC *a c *f»ut4. , 

.A *' ’ ■ • ' 

‘ Tbo ;S>rno*#nf intmcr-i -ii uf thr-fghiifir jn* itimi tfK-Jnewl otiikCf-irefl mImNI e|Hi1rrm*t t| • 

* u"» Cf-mjv' v* »rh j ft if jji.tr. mi Ij^rr u lot tni 'IRw »V |U() fyalui'lrd l\) iNf-* 

icmrrwW' i >*«• A’S i} mm> n .0 ti|* irun* Iinwivtor 00*- ur : mm*j ^rverthrlrti, RvriKin en«r r ?^| 

« . .4 ' • .• ^ ...*.. .• 

' cnwt^jf’n?- thit t ***A‘S ,ii I'-^ri'-if in thr m vryc T*r^» riJ \ £i£ Vlmd s -"fhc *tipt^nt*r»A rrfftV&i xmh«<» r 
ichr>Wr.i u i in ffom-itif-mriiun • <5- wx mjjm V^f '*ri> trwRliltrii _lhr mnrp6(i)ej|y of the UNA'S, eiihrf tn 
| nrrrjrr.': c---r mifnfrwd crw«1.?i. «n-, • ’■ v" .. . * ■ , ’ 

"’ >■*€ ho* c vt5«*ncfn- mvl pwnplfie.ihtpw; rrlutu Thtt Snchnttt altowi «1 re 

the prr.v«, --imkI of flic. 11* 1 * ^ r'eetfrwJiriij tiHhe S *nirl Ti? pb Snev. 7 tiw1 nr* K> r«Rl«»i* He tfH riivm.^int, 

;\Vben ri»rrip*'wi with rrtktiT.i,;, (M;»yn v t*'wU *i*"f m e*pi< 1 '»n r»r»er|;.etl ecwidfttnm When *11 the fw t.yn am 

* * ■ />* ^ 1 ■* * 

. ■:.* b=jj Im' -i«rtico T C ■ a -m!. utiiif it iVi.nrjratt tfi " . - ; . ■ 

T *•• i..-.; f <■ *W ... uniw', O’ * r t . i*4X »> u "<r<- 1 X cell ryfl# jojirtH tA h>*infri«(ir«i i ell Mn*u»atK*n. of 

fnU.ce! 1 V'TUb.2, %rr tr*'rr^-ApWf- V' perlj.ff'taia'in f »»^'tl*SefibiWaio»» tH*(ilna*i'n. 
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for routine tasting in d t r si t o ttm icoiogy 
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Source: https://www.ingluSt'ryclocuments.ucsf.edu/d6cs/gihld000‘.' 
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Th*-r#py || 

Chat ripary: C. Stutlgan 


hltfrtffoM In dirMldO^y 
C 'MaHrlf, K64n 

. * 

A nt* — tt io d to thKty prurttu* tftd mlf 

prurtnc trugi " 

C.9. •aHHyrtn. Stockholm • . 
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CiktuM ctwnfal •ntagofUfti In d tr xtotogy 


1 . 


contact 


•501000 


Novel mdKiliorH of known 

* „¥ 

Paulih* Og*d, London ' 

Ifftct pf cM^in« on mirint 

* • . • . \ " . f c 

hyp*r*#rstH»v>ty (ACH) 

-N. A Solwr ,Kft».Jwk _ J . ; t ‘ V 

Tha Influanc* of Ca \i«pdulatdr« on aplttarawl 
fckttft in vitro. A proiictjvt affect fro* C|** 


\ 


B. Thiaia. Kdin 

* . 

S«rotart«A imogonitti: nook I ndk l tt otk Of known 

% 1 1 ■ 

tfrogt • 


E. VorMoghi, Uuvw 


CoMoo brook.7 


Tharapy III 

« . 

Chotraon: Hart* 


>*'■ 


Cytochrome P t50 loomiyooft: Targot tor 
Otnvativoi 

^ - - , ♦ 

M, Viridtn Bomhf/ Burn 

Protection against chatoieatly IndwcOtf akin 

tumor^rmo by noturaliy occurring plant 
. . * ' 
pHanoit in iancar aaico 

M. Dos, Lucknow 
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INVOLVEMENT Or LI PaXY6E«AS&> METABOLITES OF ARACHrpONATE AND 


'PLATELET £T*T; VAT J NG FACTOR IN MURINE ALLERGIC AND IRRITANT' 


CONTACT DERMA7I 




<k A-aufr 


C*a-t6 ,■ T * Roman bach and 


B*.M. 


Cxarnotrkl 


Department of..Dermatol 09 yV* Ifni vq£s i.ty of; rtCinster, 
D-liitOO* Hiinm ter, Fa da ml Republie.of Germany 

j* * . * * ■ . • 




be haem recently ’ dewoeuitnated that 0 ’Specific .peptldolmifcbtriane 
'raowptor antagonist, la obis bo acippresa‘the. early sG^«*;Of jfcirine 
aopsriJOmtnl contact* de.rnat.tt is.. Further ’ potential o-md}dates Tor 
mediating cutanaous'' irtflauputicri are other amchldonate*metatol 1 tas 
•and-platelet activating’factor IPAFL, a-;hi‘ghiy potent phospholipid 
agent with pm-i'nflaMMtGry and chmoo tactic activities.’ be twee 
fore investigate^ the affects «f locally applied inhibitors for the 
pnoephi) 1 1 saw* A^^r^fttoorwie-SrTipw pathway and of antagonists 

for FAF* in mxvfrimxwjkl aUmg'c ants* irritant contact dermatitis IN 
the fcwae. Diratrv»riiJorb«taz«?**-indi*^ and croton oil-induced 4 

irritant contact rfrrmzxt{s «u aval uA tad by 'waasuring the «r Smelling 
in fr»*ips of su^Snuaals'in > subsequent'days.'’ Both the inhibitors of 
the S-ll po*yg«naaw pathways and the. antagonists for. PAF wane applied 
directly after alusidatlon of-' the*(fervm't 1 tie. ^AF and V-lipoacygrenase - 


lnhH>itQrft yerk sort actIw tnan fmospholipase A-,' irtfrlbltora^ keduction 


of.aar svaUiruvuas optiael during the first tub.to three days after 
• 1 ip t tat ion. The supr^ssion w aora pros i nan t in the all angle than in 
the irritant oermat.* ,• 

Our Wsuits give sopr^ortive evidanoe ftr the involvenant of the 
|N«rMse' paetabt>l it an’ of - araeti; donate and of PAP in. the bjkrly. stages of 
mjtirm oontaot .daraatitis of the allargic vtd lass 00 the Irritant type. . 


DfKlMl THAJONE IKnUCP-S RNHANCEAffiKT OP «I05TAGLANOW t >2 SYNTHESIS AND 
APTTt,AkANCE OF fNIXXitNOUS PKRpXtDASfc IN feONE-MARkOW DERIVED MAST 
jCEliJi ’ - : • : * . ’ ' - ^ 

M 1 C 11 LI, L*. Prrrt>N,C*„ PROST c*. Mencia-huerta IJ* • RBNYENISTE J.* mi 
DUHfc RlkFT L *. *fNSERM U HZ MOffak B«wi hkaMor. «40IDC«M-Fnmc« MKSERM U 200. 


. MiMunr fconr mmtom Gvr t vmX mmt dll* (EMMO, 'Ofcuflapd CqoM cakare of feooc aanw .setts m 
p r tM n. r Of «<•»£*• v«iift A<-ondJi«)nrd mapdiunv fejve N »a lAr^aij «n tte Ipwrtati—lly «ftd okrmWMCtocaiiy 
•n«kjfMr»ut tt» muMiiaJ nuot ccJk After i«u«MinQkif icsi atUMwlabun, bcitoocll types |iwerp s t *«rT kse 
'(4|Un4jaiand*n (Pj>> LK> Aklftsy* of 1 uM Srt«w4MUM(DNV 
fttiaui K*,IH rrMkata m BMMC. 

fcivkiartirsn i pwo|tiAs*t. a* *ae*<*if dfWfi'»*ed (ty cell fisaudn. 
m koeifn ftsseteti m*\ w i r u K vsr l%io»kia»efc» feecw harsitfid w dw (NE)i 

'iiejM|bplJUflw irlKelwfn (EM f of Sfwlr .wmrrvi aftd coeorctivr ttste naf cdh.. 

thr iw»w*wwt4oyicsiiiy-iwdwckl tn wh y n of PODt ftSd the wla 1 —uaciarsl paaaace of 

prtr»t«la»r tn BMMC DVaicO *rnk f vxM DM (or 2* ^r’md*tp to 14 dsyt. r ; 

After Iff MniHixaurt anS *pK <rtc aniifcn snitMiatKn. SMMC treated wtlJi DM for M hr sad. 14 days 
ftfeased. mpejetiveiv 2 f> and 7.fc mart PGl>2 omrraurd cetii. so r e a ch 5R.03 i 6.l5:a{'tO^ celb 

sfvtt 14 dii» of DM ttwiTnirm •' '-> : * 

U*»pj T.? d**mf ri«'«Nrtii.idifir 4DAH) react kw pnor. td ceil fii*iKMv peroi«l«e tacalixnj si KE off 
24 to -tnjauxs R MMi »nd in NxlH M kM LK of »4 dav-trratrd BMMC. wtariea* 00 perondatc was 
drux tec fnsjintrt*«pil cclh. A’hrn < L «J1 fuiwiim *» carnetl but prKJf tMB eeacuen. m peroiudasc was 
k*-alu«*f gn Nl>«c f tk o( (n«h »irid «wrta<eCI BMMCt . 

Jtn trimCirndm. iurvy wr»m trctimrni <4 BMMC with DM indvcad iht fsiuncownt of 

Mnimrtw^.if,x*IJv-ind«l«d ref«a«c.of HH>* anO (hr appearance of pe»oai<li*r kjealiard m NE and ER. A 

chart** m tm ^henrevo* <4 4BMMC ttiwardyhat of mafiarr coee«ec.owr tLuee-tvpe maett odb mif Ht occer < 
wtdet DM treatment. MoqNAei. omt rewKx antfett that cf*cn»* p*roifcda»«. di si ro yd by ceil ’ 

fuaiKMl cce»44 h« mvofvad w KID 7 Ifwdwtun m DM-iffpiad BMMC. v, 


•rod f ' 



* * 


4^- 






\ 


L*(rrj< 


* l 


\ 


Souree: https:/ywww.indu^trydoCu'ments.ucsf.edu/docs/glhJOO0O. 
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*iai^Jf;>^rTTaiW WJtTtFOlW-lUE 9UU0US PCMPtUGOIO INOUCO SY 
VARIOUS PF.^ICI LLIHJ?. . . . . • 

j. " ViciiiIV , '* lXivtd T A. Inghor. 8 H*zar. Mi-Sandbank . Department o! 
btnti t o i o k ; v . In hn>on UfOici L ‘ Cent er , 8*tah Tlqva, Israel. -. 

In recent- y ia n, buMcrn) pemphigoid (IP). Ins .Imhw rtpOfll^ W OfCQT 
fc ’ lev.ng treat went with veyeral drug*' . Two youri4 Mini t Min IS 

ar-4 2 \' mfs j. « SO-year-old woman developed a jaeaere*ifuHoto eruption ■- 
Sh<*rti\ after taking - pf^ca tne-prnic 1 11 in (i, moi yci t l\r etui phenoxy 4 * 

i f^rni c i 11 in 1 1 patienra had high feyer, pmitrttiOR 

and aui t ip. t erosion* <?T theWrcal aucutar, cmnuncttVa^^iK! the |inl« 
tali* Multiple urge time tmVi ae were scattered on tht.fhcoA Rfid ea* 
treait ;rs of the patient* and tAcjot-lihr Mrythematotn latiphrf wtrt^"T 
acted or the palm and »olei .The clinical diagnosis teat P^liAtf'erythaaa 
Wt, i t-vfunar rn two pat ient * and St even*-Johnson ivadroac in tbt Ptifd. 
tn rec t lMKxmif tubmr orf study revealed in the pat >ant• 4 Itfong t| nHr 
deposition of Iff' and Cl a 1 otrg the «4#iwoepi derai*t jullption. Ill tH# 

Iff, antihcdim against ^he hasawmt »«e*rrane atrf found in tit art Of X v 
l:*o\ 'd • A"!.> mnd lip, rethecMvrlv Tht histalogical findings muN N 
•ttbern^ermaT bull fee: ftewev^r, ewe of the patient* had necrptlc kamtlao- 
cytes or thrombi tn the rmd vevtrl*; Complete recovery Wat *■ 

achirvrP. af-ter t reatarrt * it r plhptht^aune. . he tear foraation of ffeui 
of the eruption were' net*! me cUnKit and histological findings pf 
our patiertA differ fnca those of classic hr. amt also Iron previously 
described druj-tndocad ■* concliM|e that prtUCimn *cme cause a 
life-thr*aremn| BP - like erupt ion and that 1 wmtmd f l wore*cent , findings 
>erVe u a single criterion for detan mat ion of IF, 
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InhltBlOn of ntutrsphM cNnotac^ic 

from Buinai pig tiin by. (OiMithtNnc in 

* * - * 

anaphylactic reaction 

T. NuMata, Hiroshima 

" * r ‘ , * 

TrahiKutanaovt collwc t lw w Of lyt f nlaHy 

Pdwwniateewd thaophykUht in rtwiut annftia) 
O.P.'.Conmr, B«thm<to 

4 1 0 ‘ 1 . 

a - * ^ 

^nuanorogans ■* now mw^attpats^ at nnoam 
ft. Hancft, Btrlin t 
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ASSFSSMi:MT Of THE DURATION OF ACTlOtr OF TERFENApINt Olf . 

KlbT AMlNf: INDUCfinai. Al.S. I. Shall eod K. M«rkiV bep^taent 
.Medlcme, fftiveralty jof Haiti tollege oT'il edict fit?, Cardiff. 

'TerfenacJme it a ’aaierlive MI * receptor tndgonUl which iflhft^Afa (Si 
pttcuon io‘- Ihtradrrmallv' ‘infected htatamm* within two AMfl. 

Using a atngle do*# of Jo. SO. or 200 tng tarfe.nadune. a. -pone dependant 
decrease in histamine weal area t* ■'piixlorwd. which rwachwa a aiaxliSuin by 
four 'tmufk, With the 60 and 2CM> tug cJoeea, 1 *liTn if lean |^ MN} Ut^tsbn of fttl 
. area prr*t*ted tor eight hour*; ar'aimed to - Quantify the 'reduction In. 
weal area and •thickhe** frorr 12 t« 24 htnir*’ following a cingte doee Of 
terfenadini . Ten 0»altt > yoiunteert- wen given J to -iag of- terfenadina OP 
placebfi in a double-blind randbrvuned crDSaovrr atudy. SGpg of. IlintMrin# 
wa* then iniwcied intrwdePfru*U) ai.1'2, IK and. 24 hn*,. The tMcinaai.of 
the renullifiK wea, wa«> meaHurfKl by *n A 4 -a can puiawd uttrOeoufirf device. 
The' -em^* of' the weai. anr‘ fixrt war? a»ra»iire<5 *Jbv tracing oft to acetate 
aheeJn and using a :> digiti*ing taMet linked to; ft ifncrocowpliterBtfOfV 
each' iriiectum'blood wan taiteii tor .tertenadltJe level*/ The Vfiultt- • 
ehowrt! ft aretiptfeGnli)- aignificani difference 4 between terfeoadirie I ?0»g 
ar d placri^- for'weal arr.M (p^t/ Oi ) and «feal and flare arwa (p<0.01) but. 
hot fc»r thJcVrrewV ft^o-way analvaia .'of - v*riinc<*V J At© differeflCf ib 

the degree of. suppression of the wValmg r«*a|>on#e could bt detaonstrsted 
at the three time- points CHoaeri. Thbh' terfenadthe aupprwaaefi tbc welling 
rnpnnM caused by Sri trade rmall) infected hiatamfne~ow«^4 24_ h^ 

It way--therefore* be po«u»i >r to o»e i one# daity doae of tjmti 
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rn *K*»« v > . ‘have ft.uv'trn ^ftprcivwsS *n*l - 4rrv r<rpr©«tuc I h je -res.'..;. 

w > (t|.rt tw; fkpfr iwirtit-. jtfo ahntnrf* tmr . 1 rf.*m rs'. ah^w t_h*t .aniaiai’* »oc* 
to 4# wat.tr vgtatvdard; , )o ' p#rtt*r. \ra1i4 plurteeoioiuc. 
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iji AM r i ATION ’(Cft AflP IN >11 M AS EPIM1 RMIN -'(DMFaIiSON (JJ 
KfM<x im'mv; Ki fiN(jic>A<:in anu a‘ni Atti t m r incihi«:D 270 j. 

‘5uriiicriywJ i .fci^ucnf : 4 '0^ : Watts^' end J H SauniiV 

-.<( tmij *t at ■■ bnuu-Hifgie. Hnrmai ciinunai Ons.*er\U(ii'* : 72 ii i^rne^r : 4 t 
\\ '* : Synv<‘fiyir£ j ‘ . Intrrnai^m/i de - ktcHk r c.*ur% litrmaMqjftifms,- (CI&D 

. -XfccV tetci hiTKJihK CcMAliP» is iturned to jbcuiaie til -. 

'■ kavt tv. pj*jr! t Urrr j • o' rra.mnic ‘KAl. ; 11ic 

v .' ; K»i{ntn«»r4.qr f^rntirip ■ protrVf*-i\ lumft*r^ntu>Jti;vi?ot,i hv."tjt>c 'iati- that cRABP 





ifa,rri«i^ur <»]_ . .. v(niun|r -pri hcit! lufwrr Tmi)iiiiii7«; r\: laci if 

CfHH'Chtf m u ttf-p4 s -to hr aiio^rVv tr, rrtJt«*H^*f«^K i ntv ; fve-ski^ 3i%e 

iVs f>{ atiMtfth;*; dtff'rnfrijtr.iTu>h. 1 'here is ?viUcoc<^ to • wpuc^f tfiAt (ijp 


: / 

/ 


TMr 


ct.»nvc,Tuiaiui ip. im' wrn viim* n -u > jnr aitrtr^fn.rrum»H);J»g»fK'>nS‘t%'e.SK.ip 9i!fea*rt and la 
# 'A:aVs pi - ri MrrffUuUvh. 1 here is-fviUcocr* to • wpt!c*f 'tfiAs .(ijc aJtH>un* oi 

” • ’fkAHl* Kf lhr v*tifi.y*irrfsf;cicvatr(i'bv frtHiaiC.tficf^pWuti-Tr^uidtHfn-r ■ /* '*'■ 

^ l he antwHifU <>{ <. kAHI' is &v4|4% t|garttHair<f hv t»mrtjny asw%. t k A haf ^fec/f «*c4 as the 
' railiiT^' f?yr4ipiir»u, WKyjfh »t t* irnsum tp a«c cia iadUt>tr WHiylts UVC CntliiJi the f: 

r . rrniuovfTwru or spA iart»rtlatitiftftK smVh *i im:luM6n «if »mt^b<^IS.y WO!fc ^ 

...... ‘*d:n:tuw‘a c* Wu am^wnrl^f tijidcr.arT |hc r i^«ttn:fs|»tre!rt. - N * .. r ‘' . / ^ - 

•: r Kn>jnlis nrn fftmout ‘has tyftri av **» K 4 sit^stittar tor buSdihf b c RABP: 

T bv ' 'ftrw _ .irtimmi ■ { CP« vt t|r ’ ts *ut>vptm^: bcftzri-fiphenera^XHtyiiC, 'acid 
denvfru**. ft** ‘orycu^Ni at CIRii -and tv’**aiteb;r no* a^atmiaicd (£t4v*(ive *' , 
snr»wr. ti» pnrki to ckABF *p<] ip havr aifimi* anrf ipecifkrtry sirrugir hi Uijii 
t»t Trfjnoik. jn»io I ins mtHjpi^ae *whtch-ctmtajft> f r«ii ohtfmtc 4oubW bonds. t5 ch^tmcally . 
stable aixi ts onaHrciro fk^liaht c# atmtHpfichf oxidation. 
r bsmjr I*A( it »no ch*iR(w->oeKrraft trchmqgrs^ ,wf h av^’SI kj wn CD270 binds ' . 
icai! v k> cK AHKimm Human cpKjmni> A tii|rher t?vci ot cltAif w* 5 nKasiuntd 
/ .* f iM4-C.rpi7b : 't l:^/, a ptnjU/rnK r^cu.n h^f^i aS vtarpamf with f3Kj>RA (5 b yf 
V * prtk>i/ort>ijmacui -n*J>i TS»c lL5d4»f-('(^2>0 was foural to be mchncai tothatof l^A 
. t f*At»!', ■inwnMnfK^Mtihp'.d'HiWt- that* CO* Ain «*»# alf uiity tori^lastfia retinol blq^ing 
fthiinn (K-Hf'j The lane: may be pteseftt as a tonhumnarn tn sitin bomogenattfs, and * 

- byrtbs tcnnewcaitd extent. '• •. ;v \ 

IheK^rNltsauggesj «h4t Cp27{i binds tti tRABP with the samc tfrufiiy ii Ra. Unlike § ^ 

RA bt?servcr k u do*f* nni bttvi hvRBP and A easier ^jiandic U»en RA; , ' ^ ^ 

; - t . ' ■ • ,.y r . .: . ' - * ‘ - 4 . 
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: V.*••’"'* ; *^n:' -^^fiKjeh; Ur>i^i»rs1ty ofObara 2^M- 

:.c.>;; . '■ -■ - -v... y 
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^:y'..' na.j'it-.dd'*" #*. t>n-Tran's f,arn?eO J in to- iVr'xijV^,. by im croiom* l tnnooxy- 

*,4*< ". Qfh$ i?$♦ • Wcti; atwij^dasi •» v fi»;wftu's. Iy ".^ritt tfi’fW nu< i#mpni 11c cai»- v - 

V i--'-v; _ t^*v• in ?>**' tfjrr^fcy jtq*.*-il-X tj.i^ tr*, &NA_».-KAA " 4 »roia i ny- 

;l*/S ,. r^ACl&f?‘*4y■ Vi.tf W' rytp^> jf M:.vV*>f larj-v « ^tifVemttty and/or’ *. 

iftit■% ^ Of tff ; prbpnrt ia^" tfir‘ rm^ idr in owastion. 

.; .$& * * i .tiMj t ^»»<i ^ f *^c 4v tfcff'DrrsaKarruvfi*-^ controU ing 

' * ; i 0iX*!i&?4 ffan* r4'- 1 (l«*S'V' thr,r:*» IHf'VaCfl r >ttrnCifcOft*»+- ••08b'* 

'w*-i i.* : h - -rt ’ ffir- jr. 4cti.vtt->. fl'nc ^u^sv-kUe f ictty> kltft 

■ '■ v - i*;;- la'rqsn •%ub^^‘tVs.^w«?^»oFiooiyi'ar««>es. orntarent i«‘i3y attack at 1 c>ri» spa* 
r ' , cif k si re. .atff a«wf>jr. f>om fbat attar.kafl Oy ott*rrs; ^o<qr of tnrsa po th- 

V '. wayi i.to w>«ct iyr proaacts,; otftprv itetri?mcatitm pathway*. - 

'Ai.Ao;4Wfpprt|^-' , ^t^-whi^n mr'tflhottib ;apo>ida^♦ sfleti as apT ““ 
_»• •;->•*' o^Vcw* -piuta^abf-■ buctj, an/yiys can ac t a> 

••’ A.y. t y .iiiifet‘i.vA'V.'t-r»o ; -and ,a«' Sorcff*c casas fisa, l^.;'co*actdv^ti«9 -anzyiAts*;- 

v f 'ftoHfbvrr! ^cor^or-*rQaastn*i<7 antyn#-?* binvornaibl qanydrp* 

- : ;q«iriiisf; qli*CiiJi»noj,yf *' f ranifaraAeA* and tb i rhh>faf»5tarasns ■ ara >mport4fit ■ 

ttW* control ot ; rtNi'ctive pdo>i pati Tfresa anrymas tnainsayaas^ara .su.6* 
;*. %£. - Jftjt fo fi/ntf:i >1 by aw ny afrootjfnoui *a/>e ribganous factors;, by virtue, of 
% '. - tKpta .c-onf riodi urn : to.- tua ' tbntrpl./ot.. ca' 4 ftt aoq^n i i* mrtabolita> ■ inch. mo.*- 

’ .* ,.,.. - can*,.tus um*<i >abar.i«ia.ntaX iy tefI*tha itrit and ; rfla*- 

t.iW iwsr’tiine'r.nf' virroys. carctnayar-oatabot u.ibd arzyfas and can also 

•V * per mz inodtfiferA of . rnVtiatioh, ''/ . -,j;. > ' / • 


•-.; > . * ■*• 


.»«•, 4 f; 


ANTICAttqtNOCENS A5 AN APPROACH FGjt SKfN.CANCER PRtVcNTIGN. 

■ ff ' : toifKhu%t* ■'^ prpart:ffir«tt »f. tVfmjno*£o|rv, . Ca%r a.astern Reserve* 

■ ; ;J55»yef>»i>- ami WieramVCaiiter, Cnryf landj OH, USA*,. ■ 

." ‘■;''Ti*rre it-.wnris-i mu y .-ifVt^reyt’-.ifi•• ideravin^ n^tpraffy occurring as «eli jtl V 
: lynthr.tti;-ctief*i»bai tjyjn^may he ca'rurtiir oi %i|bstaAt<tylOtmifuahiflg' the ‘ 

• tuft40f t |frn« potenty of wlw;trd c k rwWfj ««!K»(tpnn. ’ Jwrh- thrmR-aJ'igfnf) ar€ ■ 
kiTOwri enticari'siw^i^env^ P«jyrvc:t»r aroras^j ; f»yrlfw > »irbon' r . <PAHs>, Of *f»ich 
bfih/oU>pyrene JhPI 'ir-.p i^oiotyfie, -irr «b*qai»c»UN rf»nronmrtifc»| pollutants 
pnp ,kne.w.n jkk'irV e^rcinp^enCr^.-I^Mi. afe:ivot car-cinognnrr ttsenisaWas but 
.yqairr ibet^botiC actiVajtign compound to hi| 5 /i<y raartiva d*Ol- * 

;ep*«i«ie>,'"tf>«r t)*NA omfding -of ; '>;f>ich corrclaiev ain't ft ioir>of rt%k. ■■■ Metabolic ’ * 

■ biotfiftilwmsupn of * pah>. "is cat/ijM) ouf 6* .a «en« 61 eniytne reactions 
■'.- caijjy/ed- .'.by* 1 ^ytpcbioilia P-^4*^ppf«Oent . aryl hydrocarbon _ hydroayiase 

' (AMH> and by>po<w6* *hy0roi«se. * Knowiedye o! ttie importance Of these .- 
•'pfcth.sgays 4fj; ttw nmtiatiof of RAjH Cifcjfjojgrnrpi hmt led to the siifegestlOO that ^' 
fsohtavic- ihhjtyitors of AMM activity aryj/or subsecjartVt mwcromolecular binding 
. hi the uftirHkte carctm^erkic ibftaboliseV to’ON/vjnay rediMce PAH-Caocef^rssk. ^ 
• 0i& f^e . ttipwh tl^st'a series of nitViraiU occurring plant phenols mclodihg 
efla^ic hc'kIiA utmic. myncetm, ^uerceim, antrirafto«te.oetd, gra«n« leo ^ 

p6typtirr*ol>^ silybm af»d iKirdinyOr.oKua^uri^^ciO and; synthetic imidazoles 


and/or DN A-binding of‘model PAHs. Prdtreatment pf the skin wlift Selected 
-topjcaliv... apphed ^agents'; affords ..vary ini; /degrees pf protection agamst BP, ■ 
"beneb'tiilpvretie" ^K-dioJ. t«s, pr.ecur.sor*'of .tiie/ oJtimate 'carcmogediC ;bay region 


■*i«-a stinkard it>ttrat»ocf-pfOfjrioVKjn protbcoi and a^aupit l-methYichoianthrene- •- 
ihdutef} ikih tumor i|*en*Ci fy iasse»ii?d a complete carcinop,enests> protocol. .^ ; ;- 

VTyinmc* hap been' ^io^' m i^poi^l*\%''onctptwm\' activity 'in- "this' refar’d. 
Tfieje >bseryatiohs-sojy^hst the; ^*citiny m^ihd'Tv that the addition of 
'anticarcinofertK substances lo cosmrt^<C products, sdaps ani medications may 
dinnnrsfi Cbe..ritR^oi-environrnentaUy induced human sdtm canter, * v 
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.V. *■.■•/.ihocivl- ipt^ hum4n t.r>;tnfb|f^Wt4Vpr otopofpriyr ia/ in * 

V . cjiAt f tttJt; heKiichlortjpehr^ne Atid ointjj pt>lyhtiyoqen*^^ti * . 

cHirit!; earn • lead 1 6 inhibj t ion, ( of ^dpatic urcidotpriy *lnoQmn ' 

' ;..d#rarfenjrf-i^K# and uifejprjrphyr in ‘i/s lit ft* *a in Wtab^dlts to be 
.S';' err.rer•‘d.t'' ^thi'fc^Aecond’.ty'pf ;oV Exp^iAA^tpji. pophyr ia i« a - 
. » ,' v fdoc?; .f*or iiuman porphyria; ctiVan^a t»rda . ’ ; * ■ 

i t * V Th# : Af^haru«<ft- by >rhicn' oribeot ulv^n/and DDC indu<r^ 

httpajt ie ppjfphyf haa .recentiy-.b#*a»n l . ciari f i#d: drugs 


; ^ 


t 


convert tr>* haem, or >epatic .cytochrom* *0*480 into an ^ , 
ai f porbti'itiflt N-meUiyi protoporphyriii,*/! rtalSjfc'tive ; 

#riu riowef fui ,inhibitor *nf.* t#rrpehelatas«. : The pedhamsn -of 
act i oh' of nerachi pfonen ;i i r on* f>t or her hand / -at i 11 

ohftcyie , tiut rec#nr ’ itnrxlhaa^a^atfi einpfiasiled the tole or ^ 
hoh-fiAem troo pool, in th« pathpgene^is of tfve condition and- 
f nt irtpotitanc* 'pt r^act i vja oxygen fpeciaa ^ ! - ^ 
pyoouefert.!^ the Uby-4b,e;interactidn of fh*.&fm§ vith- a 


cy it denr o»e ♦ P- 4 5 0 


: : forrcTT-V or. Usr^Twtt0ri^«A*T0P8^ OEmwvrs to coitwcd 
h, . ; ; wwvft tftowAi xfcRATMtoqrTES ,7> ‘, ■'• ■- ;s -.*-; " 

*; H« A' 1 *uctt 9. hamsNrd*< and H <' kip pvsf j. fffe' Univfr^ity of. Bef 1 if) t 
■ ; Hutfo )f *\li\c hpw-Cli Wi.c /'• tiepiietSS’nj ol tiefpiatology * at^f ••Medical 
..0hysuy T»fQ^yA^^itnbttr^r P\ A ^ 1, C>-'tOOD Berlin 66, F.ft^G* ' ' 

V. , t ut tvred k eV a 11 noc yt et are « good tool :.to studv drug tori city, lie 
Appi ted thn cel in Ur mode I t£ s^udy* the e f f ect!» of Wematoporphyri n 
ofec-waitve*- •rfHfh, are used a^ ehoto&eiisXtuers in Ujrocr therapy, 
v lUfa tipocytes ^rfe rir/Jated f rtm Jim**, ^Vih *h<$; cottured: f oK Several 
weii. They were' thc&batAd for 60 mth with £f- 2D' pq/mf HPD. After centri- 
/ ‘fugattoh thy cel H Wre washed and:EjiSfOended ift cell culture aeditit.* 

AV] steps were carried out in the darfcftesi. Cells were irradiated trith i 
f n Me-Aie-laser .(6, «tt). ft 63? iwi-aod O’applying tm to 5 Jqplei Afters 
wares cell vfa^i ftty*, kfli-yP* helease'aud Itpid peroiidaticm.ifeet fol- . 
- ,or t h * i kerafioocytes excluded* irywm: 

.* /Glue? dip not change .alone with* HPp or. laser Tight respectively. But* 

: af ter.^rratment .wt th both up to. 7i)-V wrre damaged as indicated t^y try- 1 
pan blue; uptake and. lactate dehydrogenase he lease i Beth oayaAeters 
depended- oc the*c.onrt*ntr>npn of HrD and thf intensity of User light, i 

hut % a parameter of lipid peroxlcaticmv waj^femed, ' 

. • l tndunn contro \ penitents with MPO and*. User shewed a concegtrStion- ; 

> arid \ fght intens tCy-oependertt forma ts on of vhydrovy 1 radicaH..as irtdi- 
/ cetec; by the release af bthene from weth^dgal . On the bthpk tiand, acid 

* phOspnatase activity, a iysosom^renrymey increased considerably when 
;weasurest, yn the supernatant of. the Jfce 1,1 'suspension, indicating danage 

'; of 1 yApsbeei.1 The results suggest that UftjfMn the presence of laser 
'light bo oaf mit'jale A rptd peroridat\or in ^erfe11 norytes. Therefore, 

‘ . cytgtox \ city mu£t J>* .related to pther^lnechanisms , e.g . direct lysosoMal 

* damaut r#%bl>in<f ,ifi> the jreieis.f. df a .number of en/ymes which degrade. 

< cellular constituents.. However^ other ceUiiUr targetse.q. nuclear ’ 
OhAi Cannot be ruled out ^/' - r: -. * 

• *9 I ! 5 „ T ’ 1 ’ „ . I •• • P* -p ♦ ► A t a M '..■ 
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CH(*ICAt CA«crMOCCKS AS CCWTACTT SCHSTT12CRS M WCl. . r *• 

Cr*i a >:..fto*t V and Jay C , ici ****** Department;-of*Derm*uT6gy t 

tase.-ReMcrr ' ta'secv* 'Urtye^s rty , - : .•■■■" - ■*••.’- 

‘ '* lw»ur A t V■ s^tn ,tujfco'-> v J(< ^ a>ce fey. tpplKitiohofpolvarbaat tc 
feydrocartpr i: to* the tk ia has ;b**rt ir»p>l y used to ; sttidy mech*r» stt of 
Chemical., U. haU^stateffie* examining the » 3 >l«* of tHf 

immune wyife* trv yii* j pi-oreis hay a tocuied' on -i tenant: rosgonsi»s of:mVe« 
tO v thi; rfso?T»r>t ctrcIftogenvintfuted tumbr'i.V ThrpurpoW Of tMs -SttfdjA 
was; ta)tx**tne the,* r't 1 raed * at>d.in»wiw‘‘ rrspohsr of .adult C 3 M anew to • 
two crrcitiegrntc IJAHs , ,d i »et hyl twinf ant hraripqoj[ 0 HIU^) and *ben/o (A) « 

• pynrnt-B(aj^ , i*i o»*Of-r tc provide' a Oast t' f ©r* tx«nh 1 ng tftf pirticiH* 
t^oh- of theiwmgriesyvtWa m the initial stages .o//Chemical cacclftO- 
genms i %* _ Al i-c contact iffiiItiraf *t»r could beprodded *by 
op KuUneoy i at»o M*a 1 i on o.t jp 1 thtf • OHtMf of lHaf;under octlws ion tjpi thf . 
shaved abeo****ns of na i vt »ift. * tar chal |tnpt, of ONftA-fjrps111ltd' «1 Ct 
with p/mcucefl a s/q/nfdfcftrtktar awtittjng rfi»ifonst;«ihjfn coteplftd 
to homtusis titci contre u (1 i;6 >■ I;.S*10v.> .» * *$.$ ♦' 0.6 x lpy at)* * 
Oaf chaUtodr of 6a>-itrr*tMt»d tnei < non«too sit! ltd Jiict |troouc»d a. 
cowparabu patiern (S.4. + i;5 x Mr**};. 0.2 *- JO^^co).* / >* ' 

Histologic sfctions of chal 11 npivj tars *fro» ’itWtt 1 lod pice rtvtaTtd 
ah tilthsftit. wonoobe itVr :ihfi f ira.tr cohsi tiyrt'mi th, a ctJ l-jtediattd . • 
iflitaun* ■ rt spw si*-. ;: Dos t> rtspoti it; tvi) urt Ipo^ utfn^ OHHA rental id ftlittlt ? 
optltete itn^u nat ion otcurrtd tiling 100 gg DMttM- h.. hVjphcr; and' • \ 

lower sttiil t'uioci oosvsei icttto 1 ts sto 'rtipbrrviifs. ‘it t till ar pa turn 
was osne^e ** 1 t o »■ Ba fe - ‘ T h i s iv jit»“ * which WkVv.' art ; both c arc i noytnlc f 
and coijttijt.^stns Hirers oroviorj an'tictntnV io<Jrl*^th ^f Ch to 
•vaiuattftht ihttraction of c#U-«w*diatod langnr casponsts to chlftctl 
carciopolti dorinj tna Idltlil *tt9fi of twitof lofloctloft bj tht sa^t *■ 




CpwtKirr jBcv^t-owiBfrrs in tot agnostic Of DK^G'ltUMCies Altp 
o&r odo-a&lehc r e$ , V/.'- . .. '.. ■ r-v:' ; '. ; ... 

A.-L^ybh- ».' v.J «. .TOtchlorV *R.'' -fri.tto.cbt.j,;. .It*: Ruff , Inttitut; 
furTAUfif tchr 1 miupn log It,. Tp4io.i»pt•, • llrtt^tt«Itht I>f-rb * 

.Vitro ifp.ta for ; thr ei laonnwlf of drug iod.^drtd/ " 

pwUdicr -a li#rc i 1 * 1 *n haw* .r#«»• t hwd .'•nd*- at 11,1 ifrr': o cSif (tpult- 
'Otiftaii11 r I.*'c tor y ''»*r'<ra- • cyf .lnl“ca..r'.| .•.a^^rigry.. AwrmO thjb; 
rwaaom * r#j*poinhif»'\r .* t'a'r/xt\ i*^..‘itau^\,-o/ v a£fair* ares tht; :, 
p rob lev 6 f • i h** hi i f y thq t be. complete * <lr uo‘-P»rotf lh ., carr.ltr ‘ 
ViifXOfh* fr»rwthd ■ m’-. vivh,, ■ the geo*£ic s « eohfllt ioning of 
4l.i«*rg.i.C'. ' tr* rtro.g# •' the .gotitloolbln fotr Of 1^1 

•rid. i gb on* i txxfi eh j^n: <1 tup a t th<* d i t^Ticul t 4to 4fl detect 1 ht 
Cellular VXWhJhi ■' renpoheea .to ^rugV* V* 

*"t-n- ric^n?. yehrfr, var ious •erbipcf leal technique* h«wt ; 
been uped and co«t»« reft f or. t^he aeroiog4e- detectiOn o{ - IgR : 
and IgC . drug spec i f Icjfant {J> 0 d ien ^ to 6.yitc,itia , «ht i biot let r > 
•ultaBides / j>yt a^olohe dr t ivat iyes aeid f eybrtlaxftnta, ejeon^ 
other b* irhfnME*, * rmult* vt li be br iefiy reviewed and . dit- *■ 
eueved. : rbf v •••vaseent of cellular retpeweea to dciagt^ 
bapophil. degr ar>ul at i on teats, .lyephONtyte t fentf Of ■afldfl 
tests end the -detectIna^lpn.. Of it’wf lytephot inet; loch it ■ 
t he 1 eukpcyt e e i 9 r a t ton fnh A bit 1 oh; f actor a (t IP) j have beeft ; * 
mostly in ~the f ore t r on t, The * deirelopment of, addi t tpna 1 ; 
tests . at . hi stahane' Release / the pVocoegfulent test# 

lymphocyte arid piste if. t ag t-i va t ion test,» it w«l i at’ newer ^ 
techniques «nibl lag * to det>ct ^ .Cel%ulat eefeivation at .the 
eiftqle: cell level will be briefly prebanted* " - t. 
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Cyt(*THI?hWF H r A?*Tt ISA^yMES.'?* TARGET PC\P t ATOI.P DPRlVATrVE^. 

- fcL.' ywntiee : a.pn ny hf *i f .■ ■ feel legs,Cl, Wi 11 ewSena’, P .“ -Mari cha 1 .* j ' Laboratory 
* oFi i i ombmr : m\ri y***■ 'jiior p h**f'i«try: Uepti ff* "Srienr #«, 4 

7. ’ 1 JK#m^; l^rVfrljijrtftv ^ • v"‘: - ^ . T' 

'"‘an -aamitina'TbaMtee.e- df"'l«-*suh*tI’tutfd imlfhthle* and t?ri; 

’ mfe msfcl.fvwaie'qf’wbe fn^"plan^,.protection* veteri nnry ahd> human 
•wdidtne: ' Tn ^-1 c*antJfunr«i activity mijmt oriatnate from interactions, 

: at wanned l ar * conOntff'tji onr».» - With a cytticlirnbe' Pf«4f|p J I* *41*10) i svoljfed ..in 
v ; t»ie . 14 tliy 1 a M oft(t* ^ : ‘ dew thy 4 ail on I p'f * ija*io«teroi' or* P ^ abtftyl 

- d>hydro 1 anont«-roi» !: ‘This; 4a ^a hey tqtfp' in • the- h.j^ayiwtneaxs of - ereoaterol, 

’math ,*Vtr*»l in* yefpt» luh|c'i v mad-'-bteiie' ffnotoapii^ f-.ft. Le^ahWartia . At 
. * hifner O£*n^#ntracion« than tfiowe required :ior antilunitai therapy* the 
.. aiirQ 4 e*afttifUf>a«ii« aiao interfere with tne.C-H/* memethyintioo of 
".iaheintaroi in awawfii ien eei l*«. *Bame’ of the', laxdaxoi* oer 1 vat i yea ■ ( V«£ * 

u *»•., a *__ T .. ■ ► **j ’i* . st -I ▼ ... . 


"aetorjmaioir) ;■• twjt. hpt.;t5»». triafoXW oer.i vatayjra . 9 . »traronaaole) 


1 n ve«i y paten an: tar ", 7 inter art. at ■■Mfh jconcejixra.t ions vi.tn aowe P-40O 
i aoa ya*« iw»d HrA4rfiHiat«wn tJ ^r 1 P* tneaya >‘n ^ea t i aapreita la, l Iyer * ki dpey 
ana, aij id; *; • Ttie, : 941 Wets' of hiyt? ■ aoaea of - ketorcasasdl e '1 ketocdoasolf.. 
on ^he. Watfccuiar P-bvi-oepenoent. l^iHi-iyaae ara of special interestt 


Inueed aetnponarole HH i>ikfbl amuroj^en b 1 oSynthaa i ft. This property 
.’maksa/kVtoconaifbke HI* s sbi table csndioste for the trestawnf of «dm© 


"I,. •ndrHlaw-oepenrtenv dveeaaeii. ; ?hi« findinf was esrtalnly At the onset-‘oT. 
: teS : |hteh^i ve aearch for a#iact 1 ve Sffectorp of Pblfjfl' 1 sorynea id 
•';.. a tcrboreanl ae«, pi ante; and esm«# iff.. .The • P-4fr0 : StSud I ea^al rsapj f helped to 
; t/h+ deveiop we n* or a aelertiW orally mnd tqplrblly active antifungal * 

? jtrjArohatole.: It la hopted that this r ese a rch will result in>ney 
‘ poSayrbifltiee In medical trestmmbt *. -V ; ' ,v-L 
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retrfprnoN agajwst cmewicallv iMOticp.r> skin' tumokigeness 


> z 1 


■■V-" 


. f>av4d ft. ttifikrm ■ arid;; Muhhtar*. •hvli| 5 trial* TdxtCbiofy 

;.|teieafr : h'~t entrf. P.O. * her*' • $6. ~ tiirknow* Ihd®'“ pOtl' Cjw '/Western Reserve 
thiiversify, IVpartmm of tVrrnatplofb'? Cidywfand* Ohio* USA. * 


PoiVArOfhaUf hydrocarbons (PAHs) lnrl|»d<ng benyo<a)pvrene (IP) reqyire 

- n>etatK»iit* . aftivf tidily Jto rear five mfetinedijites whiph bind rovalenfJy to 

ON A in orcieV td eieftlthetr tumbritenic ctle^ls** Our -prior studies have 

XboWn ih^i a ierws «i mtuy»ll* o^Tv^ra^ plant phcnols inhibit the 

sf livafum-of. and- thtu finding' loepidemiaj ON A. ( |ft J 

. tt»esr piarti^ phenols; iht lupmy Wnmc. acid'ilAL’qucrcfUh «^T) f myrics4in (MY), . 

.amhfaM.iv»ii arid (AA;) ,^nd. eiUgK atid/(liA) were tested tor their skin 

antitumorirerur activuy ih ^ENCAR- mire. TA, QT, MY* AA and £A resulted . 

*in vaipf^tranf ;protrrtit»n . agamsf ; . difheYhyibHt^alaotfir^f'efie (DVBA) and . 

BP 4 .inoticed skm’ tumor tgftwitiJ A ttgfk/iranf increase m the. latent. period . 

ior’ trie oryetopfheht tum^s vaa observed in the plant phenols . 

• treated groups a* computed' to the Cchfrpl |roqp mi animals recervifEg PMBA 

'; or ‘K P alone." After\ {J weeks v -of t*ifinR,Bie number of tumors/mouse 

* in the groups recemng plant" jffienbts ^siere Sfghlitcantly tower than the 

‘*’’cofresporidinp t ontrdiy receiving PMhA;or BP : alone- ‘., le c iucther . argued 

. ttmt if *tbe protertfve effef-t> of> plant phenols bn PAfh induced skm tufhqf^, 

' ;igenicn.> is Entirely related to' the inhibition metabolism then these 

plant- phenols sftosild fee devoid of tK^rr inhibitory ef fect on;skin tumorjgemsisv 

ipduced b> methyl nftrosourv^ (MNU), Whicti dt> not Tequire frtrtabohsm 

,v fo ;.eiicjt‘ .ii% ttifhOfigirmc ...eHectl^ . : teyf : ever, : 'thfs.^was hot the case 2 s all V‘ 

, - fix* plant ptwnoh tested.; yHowetT itgnilicarit*prdte< iion, against; VNL“ induced * 0 

'''Skip :tw ,n hfi«eni«" 4 ty*v > .These, yeauti*^suggest -fhat* these pUm ..phenols, have' 

, ’ahtitoihprtgfnic effect..^ ajtamst • variety pi carcinogens and one possible ' 

tnrcliintsm: ;tia>' be due to tnhibiupn; *h the alteration of target tissue macro- 

*. molrt;uies; .. ; ... .'" . v% ■'. V;; ' ; . ■ -; * •,'.-•„;*•• v * 

•: ^ •..- ■ 4 • « 

■ : •. ■' 1 .j. ■- : . - / -r k . - . . \ 
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fflitijit AttKtraq <^m*ACT ^wstnsif jym qiaO 

?y,>^^^.0.,* 'll. *' 

r lA -Wm?V jjrit'- try‘ tiintomi * H-ty- 1 * l|ff<‘ • 
t\'X t..v..4.^• »a!•.'’ Biviwki i 'cfl ."' tl.♦ jr.y-A-f :•.:-V *T- **•*.•. .:<'*'. * , v - :. :. .* • 

r.*r^; (o«';4.t0 .T4^i^-«o«r« #Kit; n»i -tb* «l‘jfs'lt** : ; < 

rniu^^tfWi-'rrt aipnJ' ^oiuQjfrliitn xif t»>♦ : " 

: r^iik« _ **•* fu«<f»er. t«i jjfe®/V 4 iiU^' tc»*C«4 V % 

HiTt*•) •< H»f, •• • *UiXy .. ** • ‘ 

.A*5^' ^ "flkf-t-i >V*' n * *\i‘ Vlt ft'4*. 1 *, >r Ifbl t rW hict^ftrn wr.i«* ( THCfc)i ^ft* 

tjhji;fv»?>■*"Vf ‘*^r. A*-* ki On iJayyjf 4( .''t.hr iiri^ir* a •* nK«l \ /. 

.'' * . • ■* • jk.' ^ ’ r . i T ‘ ^ * : ■'': l '■ "■*.'•• fc . ■ ;«-ii-' €■ ^ .-.I „ * •. l 
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Chart** Cpa MD.! Mvtd C: 'Gor^o'wjtiry, /jJ.p.t'T«d 
/> Mara Di*l|rawtt# ^mh 1 /HfXKljngtorv^W 

*U. Coapprf Ole fkKKisgoa&g; fcfiiah*?* A.purl^ HVuD*;.T* 
Annjp^y r &h±Uu C. iiftroof4«i t jl^.D*i iphrt J. V«rh#*s, M.D* ■ 
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- r _ Prrfi. <yclflN»»or4i^ s At(C»A> 4 l>^ng/kgAtey or in’ v^hick* wef#.'rahdbmlr 

%tW.#aihidrt *g ?( pofiensevere (mar* ojb* %Ltg«ri*. 

' .,. * /A Meir* fOuf w^#k* of fher^pv, o< ifttweo CSA # recipient!, * wo totplly^cWcjred^Vx. 

■„. J- ■•. .irrpfoveq f«arte;wrtty v two irmcoviKJ martefoteJy' Ood^oSn-* irporoved rinifkim^UyT 

•* i "'- : ^," # v»hic f e*t r porienu . AdWxi, #K» .:.,c^bnq* 

Jnitfroyyoio o t (f*>i0wSji. * VehitH***reotO^ffofiiwit!, -oflyr a, twitch to <L*A -for 
,*. ^ iawf- w **±% • clirfhOTtroi*<h. impreuive. itnpravrmeot. timiiat'. to that 1 leort In, 
•’ VA.. poNeor^wf© in/tiijiiy^rereivecfonJy CiA;’ '^to^otf.’or. marked <rryirow»mtn t or 


> * - ih - 


fi ‘ S; . ; " ^ 
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'arid;,!our # w Pot c tfqt thifrapv, roipocthyelr;. Mitotic figure* and iaokiitr*(foe S* 
• kw«i» in t#»bn«;<lccroa!ed arid ik%; ihoiiWtivtHy, -tit ter, •even.'days bf CsA 
therapy. , fhoM roi^it! ii^iqeft fhatt (il ptoridpt mtf hawf'an rrryhuOoiogic 
tKiftis and (/r if avtario*term ragimaft with .0 toecjratilf!-wfieoeytftide effedt rolio 

jnCui^Me Awlik. if 1 "• m! IX a!' kO ^gLwiOiikUki .. £ 

vytr JDV- ^PPPlJICi DP 0 W^^WfiFCiIrnp ODWDDSJD^fW' VWi TfP01T|l(Bn(i . Ou 


lOtic figure* and toukgtri 
?Ct»vtHy f dt ter, •even.'doyt 
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JL 4 pox yfenaW pbtheaya: theee-compdMnde/ware racriye pnd, comparable 
a tih.. ret a ranee*' etaindardB. . Iwrtharmora theae compounds shoo.'j a 
hilhiy * *i»iUf icartt " Improvement, ' .riiiatiye ; to .anthralin, Witflfc 
/ raiipect. to _ ''local' irrigation and wyatemic toxic if y .and .in addltiok 

• dp not repul t>in at win Inf of 4 (thar at in or cloth .. *1 ". 


The r*ao.»t% let u* au^dertf. that: of all. (efled-drpQt Only, mfodipprir had 
an effect on'etkd^rewit cells tned«wted* by Ce* * «h«aboUafn ,\lla uav may 

^tw tw i r>eft/ , 4 ai>-trr~n#hl»rt *nirl»rk»f Iretl* : Irom OMiVh'' hv 


- ^ hT. 


cella from :c411 death by Cl 

. :• >'- ' • •. k -<.■■■". - x-.; ■ 


overload. 


.*- 


■ ’■ *. ;.-C ... .’:•. .' 

•• •• w.-. r ,••* :.. * 

• w • ••' •, - 


M. 1. 

- “ 


• l ^ *J» •'.,■■■< . 

' i. 

.a*. ; 

."• J* f ■ :4 . 

■ - *• ..* .■."■ • 

> '■' . '''-' I j : t .." 


■A •>; 



z 

















*• ~al 




•'•*•' 1 - 








. rli/r.:.. 

#*£ 

-! J:* . ^ • 

> f ■ - • 


Mfi*; 


=-tj[L.T 

;u;r *.. 


>:.-?-" 

IM*. 

.'-J 1 ; ’ - 

UK '■'■ 


h ( 


Ifff' 


• ; * f ' 


N "X - 


V* - « ' 

' • i \> 
♦ * \ 


'thf FFrrrts of ik<» rkr 11 n i»t n t>n jfntu c ltl f Alt nd. SKRACiJufi* ' * 

in,V*h htf ITKFVT! AT U'V. V. 5 P lUndli * R. ' tit*fiu; Dept;* 

. |MUr«*tionin 5 . I* known to, reduce-(-hS* r*»'e of *ebu%*.*ecr*riori arid to * 
shrink »et««r*ous giwncK * flow >b**wr err enupecl ebd whether tht * 

•rumpr «#»%*'■'' lp-, «?#>• * el*i> rtjrpehfW pa on ®g f o)liPUf(|r k#f#tIflkftttlon • 

S* ti ri k n iny Hi, *" '•: • \ * '• ‘ ''* ■ ^ .'; .-J• 5 

. >of» -irMunafi akin ftriur tt>«* acpe befcrtnit *r^ 
serif p*tt* 4 Tf-t% -.Hffc'' jit' 4 or.- 1 * wepKik of 

( o4|i;Hlf ^ #ueeth*p jffyf*WMt 

. (SDH ) *nd ‘mtw #*imo ; f NM;V rear ran? -prRihBCfte rpnarsf flMOurod . 

.{n inivHnlHoiHtr «►!»»<irrirti**; 'lotl^Mlnr andf 

Iftnd.ir+v of iftfUtotir ••ctuMh . f'enirtn; nyfiffurmn •■edified by * 

• qi^mmtrv^. nrt ikmI utinj; rnti>i«Hl> f volturiHi • J : , 

of kfl^miUK giant] ', ■ different in t,f»« and undirterrnttated jwkfaeeeoui »pt* :: 
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and SP*H T|iylyftWfrj* in wrO«frr«iun v T i" r 'dv but bio ‘ctifeftff* In intrrfoUfouiar 
or foiitruf»«^ooitnrt)u« af ief tftitWnt .. ;Ntr ebpoffr m‘ protein iytithMi)i . 

' cfnjUf Or. drirrCM*. •• T hrrr mm%- a. aigolfloot Orof^J|k,r:Jn tlie VO(iffet of -v ■ 

. vrt»ar»»nu % ffiianOt «f>d diffrr«*ot|i|trd »#tnH*WuF rptth^Ujit^ r^lU.. Ti# fltlO.f 
dtffrrrotmlr^ to uobiffrr**ot»<trit-'Wfbreroti*>crUk lo|l •Iffnlfkrpfifty 
r during lr**M»rnj. T h**rt, ho rh»hg» jn fhr voluoir ofthrlMUf^oiliCl#- 
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^ «i»d 'hirnt*prrdiict*wi is well > chyinwftnq in ccey n wm o oo or the **prcwwiof tpectftc 

. diffetproano* merimV - . .~V: ’ ■ -x -•. •' ' v; .r** xxx;xX » ;;VC:r : 

r fe the .ptnem rrvie*' fceatfrfotnp™ of the ercll cruinivv.a^ 99 faA|?ti will hr ducusadd by. 
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" J Tilui/ pln.'i * O^wttoiwyy A;;: A totwiicina ' fi*rtftoi«;.>< ' V 
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Aiwfep*! *(f»d 1^^.rwmrau. 44^rtv|rrpav .iSr^ftj: rt*^aif»1 «n4lt^K4 ji^Tresuneot by 

»a *«r*ts rjictvi. fcnr^»> t>fw»^gmgc t«4M««dr4 ^rflc. 8^*1iK; ftSf A •' 
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frnf'Hiriliri rnrurarwl^ |if funimln. (Ifiy fi ipriri if rur*rirkm IP» r|^<llirnra«nii»c [ 
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